Epidermis shows morphological and functional alterations with aging:
| QUESTION ADDRESSED
Are changes of calcium dynamics that are associated with agingrelated skin phenotypes related to changes in expression of Orai3 in keratinocytes?
| EXPERIMENTAL DESIGN
To examine aging-related changes in calcium dynamics, we applied hydraulic pressure stimulation to cultured normal human epidermal keratinocytes from subjects of various ages as described previously, 
| RESULTS

We observed [Ca
2+
] i profiles after application of hydraulic pressure to keratinocytes from 11 subjects, aged 22 to 67 years. Differentiated keratinocytes in the presence of 1.8 mmol/L calcium were used, as they are more sensitive than undifferentiated cells to mechanical stimuli.
9 Figure 1a to baseline was slower in cells from aged subjects. The half-bandwidth (time duration sliced at half the Δ ratio; see Figure 1A ,B) at age 63 was longer than that at age 24. There was a significant correlation between age and half-bandwidth ( Figure 1E ). Recovery of [Ca
] i from hydraulic stress-induced elevation tended to be delayed in keratinocytes from older subjects.
We then evaluated mRNA levels of calcium pump ATPases and ] i image of single keratinocytes from young (C) and aged (D) subjects. A pressure of 100 hPa was applied for 1 s, at 30 s after the start of recording. The peak response was observed at 35 s. Bar: 20 μm. The intensity scale is shown on the right. E: There was a significant correlation between donor age and half-bandwidth of the recovery process. N=11, P<.05 F I G U R E 2 Significant correlation between Orai3 mRNA level and age (A) or half-bandwidth (B). N=14. Correlation coefficients are shown in Table S1 . Effects of Orai knockdown with siRNA in keratinocytes from aged subjects are shown in C-E. C: mRNA levels of targeted gene. Is there a relation between autonomic nervous system activity and skin ageing? Evaluation of heart rate variability and skin ageing in 209 elderly subjects
